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Comparison Table: Atomoxetine vs Methylphenidate 

Feature Atomoxetine Methylphenidate 

Class / Mechanism 
Selective norepinephrine reuptake 
inhibitor (non-stimulant) 

CNS stimulant (dopamine & 
norepinephrine reuptake inhibition) 

Onset of action Slow (2–6 weeks for full effect) Rapid (within hours to days) 

Efficacy 
Moderate; generally less robust vs 
stimulants 

High; first-line due to superior symptom 
control 

Dosing Once daily 
Multiple formulations (IR, SR, ER); 
flexible dosing 

Abuse potential None (not a controlled drug) Present (controlled substance) 

Use in substance 
use disorder 

Preferred option Use cautiously or avoid 

Effect on anxiety May improve comorbid anxiety Can exacerbate anxiety in some patients 

Sleep effects 
Less insomnia; may cause 
somnolence 

Common insomnia, especially if late 
dosing 

Appetite effects Mild appetite suppression More pronounced appetite suppression 

Cardiovascular 
effects 

Mild ↑HR/BP 
More significant ↑HR/BP; requires 
monitoring 

Psychiatric adverse 
effects 

Rare irritability, possible suicidal 
ideation (early treatment) 

irritability, agitation, rarely psychosis 

Hepatic effects 
Rare hepatotoxicity (monitor LFTs if 
symptomatic) 

No significant hepatotoxicity 

Drug interactions 
CYP2D6 metabolism (watch inhibitors 
like fluoxetine) 

Fewer CYP interactions 

Adherence Simpler (once daily, steady effect) 
May be affected by dosing schedule 
variability 

Regulatory status Non-controlled Controlled drug (restrictions apply) 

Clinical Interpretation (Key Points) 

• Methylphenidate 

o First-line in most adults due to greater efficacy and rapid onset 

o Best for patients needing immediate symptom control 

o Limitations: abuse potential, sleep disturbance, appetite suppression 

• Atomoxetine 

o Useful in patients with substance misuse risk, anxiety, or intolerance to stimulants 

o Slower onset but more stable 24-hour coverage 

o Consider when stimulants are contraindicated or not tolerated 
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Starting Methylphenidate in Adults 

1. General Principles 

• Start low and titrate gradually (optimize efficacy vs tolerability). 

• Aim for long-acting formulations where possible (better adherence, less abuse potential). 

• Adjust based on clinical response and side effects, not just dose. 

 

Immediate-Release (IR) Methylphenidate 

Step Dose 

Starting 5 mg once or twice daily (usually morning ± noon). 

Titration Increase by 5–10 mg per week, divided 2–3 times daily. 

Typical effective range 20–40 mg/day. 

Max recommended ~60 mg/day (some guidelines allow up to 72 mg/day under specialist supervision). 

 

Extended-Release (ER/XR/OROS, e.g. Concerta, Medikinet XL) 

Step Dose 

Starting 18–27 mg once daily in the morning. 

Titration Increase by 9–18 mg every 1–2 weeks. 

Typical effective range 36–72 mg/day. 

Max recommended 72 mg/day (some regions allow up to 108 mg/day in selected adults). 

Practical Considerations 

• Switching IR → ER: Match total daily IR dose to closest ER equivalent. 

• Monitoring: BP, HR, weight, appetite, sleep, mood. 

• Drug holidays: Sometimes considered in younger patients; less relevant in adults. 

• Contraindications: Severe anxiety, uncontrolled hypertension, structural cardiac disease, active substance misuse. 
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